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PCT/JP97/Q1405 



iffl # 

*ieB^{i$t^' >5'-o-r + >-8 (IL-8) ta{*^W^<Ifl5c5^<h LT^ 

IL-8{i. C-X-C. -b-*^ >'-t^y■7r ^ - iz^t 6m^%X lO 
X JslfiJj 't'^iSlj^H?- (Bionocyte-derlved neutrophil 

chemotactic factor) . itf^H^^it^^ - I (neutrophil attra 
ctant/activation protein-1) . jif (neutrophil a 
ctivating factor) m t^W^ tlX^^fZo IL-8(i. if^^^r^^it 

® i}^^E'tt■t^ h 7^7 > (Koch. A. E. etal.. J. Investig. Med. ( 
1995) 43. 28-38 ; Larsen. C. C. et al. , Immunology (1989) 68 
. 31-36 ) ^PMA . LPS hy> (Yoshlmura. T. et al.. 

Proc. Natl. Acad. Sci. U. S. A.. (1987) 84. 9233-9237 ) . ^ 
^> {C ^ F i -t? AI|©S^J1 (Hor iguchi, H. etal., Lymphokine 
Cytokine Res. (1993) 12. 421-428 ) I^CD^IiatC J: o ^ 4-«B 

mMt<ll-S^^M-t i> ^ t ^^i^tlXK^ ^ (Karakurum. M. etal. 
. J. Clin. Invest. (1994) 93. 1564-1570 ) o 
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ikfRm^f^'^^m•$ ^tzl^^ ^^mi)<^l: i> C t (Manning. A. S. a 
nd Hearse. D. J,, J. Mol. Cell Cardiol. (1984) 16. 497-518) 

C i ^ «t < ^ai nr l.^ ^ (Ople. L., Cardlovasc. Res. (1992) 26 
. 20-24 ; Hearse. D. J. and Belli. R. , Cardiovasc. Res. (199 

2) 26. 101-108) o J: n um.$^ii-^iz^]tsmmm.mm t^ii 

wimm^mmmi^. m^ff^mw]mmn!ii.m (ptca) > ^-si^tisiirfiis 
^<^^<xm (cabg) ut'onmrnmrnt^nRixisio. sa. 

- 8$ X {fSJfe^t^tDt&MHa (Finn. A. etal.. J. Thorac 
. Cardiovasc. Surg. (1993) 105. 234-241 ) . O' 4l> 88! ^ M 
<DMWfSkM(DliSii^^ (Oz, M. C. et al.. Circulation (1995) 92. 
suppl II 428-432 ) ICI L-8;6<^ tU $ nr *i *9 ^ I L-8*< O 

m^tltz Z ti)<WHzm^^ tiX\.^ i> (Sekido. N. et al.. Nature 
(1993) 365. 654-657)o C^W &!Sa.nmmmm JHZ H K^X 
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O© (Ivey. C. L. et al.. J. Clin. Invest . (1995) 95. 2720- 
2728 : Kukielka. G. L. et al. . J. Clin. Invest. (1995) 95. 89 
-103) s IL-S^^fD-T'S C iicj: €,^i^{CoC>T{i:FBflT'*) fio 

Lefer. A.M. et al.. Br. J. Pharmacol. (1991) 103. 1153-1159 
) o ttz. lt<*fife55-©C5a (Ivey, C. L. et al.. J. Clin. Inves 
t. (1995) 95. 2720-2728 ) . *SU{loi'3 hUJi>B4 (Kato 
ri. M. et al.. Japan. J. Pharmacol. (1989) 50. 234-238) 

I^a4^{c^ilL-8;)<«^tb$n^J:*^-o tz:i cb;&^•^. 'il^®5SS{cfcMt 5 lL-8 

t * 5 (Siminiak. T. et al., Basic Res C 
ardiol. (1993) 88. 150-154) o iJfe o T , 'L^mmM U t' ^ ^ t: 

'^<^&fS[mmm.m^izn-r?>^^tif^mm^ntELUK^o 
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Bfl^^fife-r ^. ICS o fzo 

*%HJUt /c. iilL-8tn:(*^WX*fi£^«!: L T ^ W ^ S 

^s^^ffljssrfefissu. i^^^ikL^mf^mm. ttzii^bm^mnmrn 



wo 97/40215 
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-r So 

1 . !S:iL-8!n:{* 
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o 

-i- Jl^ttzii'e J a -:^;^i^[i*<!: LTliS C i J&<T$ So 

C<D J; 9 nitn[{*<!: LTli. WS-4tn[{* (Ko. Y. et al.. J. Immuno 
1. Methods (1992) 149. 227-235) -^DM/C? tii{* (Mulligan. M. S 
. et al.. J. Immunol. (1993) 150, 5585-5595 ) . Pep-1 
J:0*Pep-3 i^tft (IRft^l^tB^il^MS^WO 92/04372 ) t/c{i6G4. 
2.5 !n:(*:fc<t t>*A5. 12. 14$ttt: ( ffl til ii^o^ M # ^WO 95/23865 

: Boylan. A.M. et al. . J. Clin. Invest. (1992) 89. 1257-1267 
) ^*<^<fbn5o cn^®-5^.T. i^(Cff * H-^iti* (h LTWS-4 

'SiJ. WS-4tn:{*il^^W yj K-^JHSat^Ji. Mouse hybridoma 
WS-4iLT. XHfiE^&K^^X^XllfitrTW^BFr (^Mmo<(frtJ 
%\ Tgl #3 ^) II ^ ¥fiJt8 ^4 ^17B{C. PERM BP-5507<!: LT 

2 . ^wm.±'^ y U K-v 

^fit^lr^^fflL. i^TO.t 9 (C LTf'PlST^ So t^i-ti^. IL-8^ 

L. If ^,ns fesSBsa^ji^o^Hflaia^zfeic J: o T^^^om^fflsai 
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h IL-8ir oi,>T(i. Matsushima. K. et al.. J. Exp. Med. (1988) 
167. 1883-1893 . 1^ 4^ IL-8JC o i,^ r Harada. A. et al.. I 
nl. Immunol. (1993) 5. 681-690J1, 7 1 L-8IC o T H 1 sh i kawa 
. J. et al., Gene (1993) 131. 305-306 iz. h 7 1L-8IC o t» T 
tiSeow. H. F. et al.. Immunol. Cell Biol. (1994) 72. 398-405 

if ;HL-8{Col,^T{iVil linger. F. et al. . J. Immunol. (199 
5) 155, 3946-3954 tc. ^Jl^y h 1 L-8{C o l» T {i Yoshimura. T. 
and Johnson. D. G. . J. Immunol ..(1993) 151, 6225-6236{C, 
:/ ^ I L-8 ICO l,^T(i Goodman. R. B. et al.. Biochemistry (1992 
) 31. 10483-10490 {zmm^titz. ^ tli' tKD \l-8iAB^ / 7 i y 
KK^ij ^ ffl -S C «!: IC <t o TJi ^> n 5 o 

■t •> > 5 ^ <!:*<ffi^$ tlTl-^S (Leonard. E. J. etal.. 

Am. J. Respir. Cell. Mol. Biol. (1990) 2. 479-486) o Z-tlt 
XiZ. 79. 77. 72. 71. 70fc <fc 0'69O 7 i 7 ^ Wt" -5 IL-8 

mt Lxmm^nmimio ^(D7 i y^^stic^Po^^^nii^o 

^i^tfimx^i§^^ti?>m^m<&itLx{i.'i^izm^^nih(Dx 
iitiK^t^. mmm^iz^mt i>mmfi^t<DM^i&'^^&Lxm^-r 
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PBS (Phosphate-Buffered Saline ) ^^Sfti^TK^ Trii^ » icl^ 
Si® L/;: t)6D^^Hc J: OiiS®T > 7o 

C©J:-^lifeSL. Jllim*{^^a©tn:{* l/'<;U3&<±#t-4 0^S 
litt^{Cft$ n-5 *<> iff t Li.^ftg«ll)!a<!: LTti. 1# <c |» SB 83 ^ «f 

iiie^feSiifflfatiih^^ n*ftb:^oi^iiffl8a<i: LX(Dv^^mm(D i 

a -^.jfflBa t LT(i. gE{^i>5ai©® * Oi^HBatt, . P3 (P3x6 

3Ag8. 653) (Kearney. J. F. et al.. J. Immnol. (1979) 123. 15 
48-1550 ) . P3x63Ag8U. 1 (Yelton, D. E. et al.. Current Topi 
cs in Microbiology and Immunology (1978) 81. 1-7 ) . NS-1 ( 
Kohler. G. and Milstein. C. . Eur. J. Immunol. (1976) 6. 511- 
519 ) . MPC-U (Margulies. D. H. et al.. Cell (1976) 8. 405- 
415 ) . SP2/0 (Shulman. M. et al. . Nature (1978) 276. 269-2 
70) . FO (de St. Groth. S. P. and Scheidegger. D. . J. Immuno 
1. Methods (1980) 35. 1-21) . S194 (Trowbridge. I. S. . J. Ex 
p. Med. (1978) 148. 313-323 ) . R210 (Galfre. G. et al.. Nat 
ure (1979) 277. 131-133 ) ^*<iif ig figffl $ n S o 
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ji> t^i^tfx i Jl^ XT' ^ > ^(0:f]i!k (Gal f re. G. and Mil stein. C 
. . Methods Enzymoi. (1981) 73. 3-46) m i:. tS^ i: X 'n r> Z. t i)< X- 

Tizmno^mmmm^xmm^ti^o m^is.MMt Lx{tm?ni 

, >J b > IJ a (PEG ) . > ^ 4 Jl^X (HVJ ) m 

*fflBa{c*t LTfeg«aiia^l-lOf&<i:t-'S©;0<ff * L<.^o ^ISiKlflaii*^ 
»iS/j:RPMI1640^#fK. MEM i^SffiE. ^rCJftil, C®SOfflBa^«{C 

Fcs ) m(Z)mmmi^^^mt?> :i thx^ 

mm^x J: < m^L. "fib. 37vm§[izmM.Lfz?2G mm. m^^i 

. filOOO-6000 glt^PEG 30-60X (w/v ) © 

K-^{iv mnoMVi^mm. HAT ^SfK 

c i (Cct siR^nSo ^^hat i$Sf^T(D^#(i. g 
+ ^^j:^Fb^. ii^«icB~ifci§rBmS£-r So out, ii^0lS^t&f? 
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SftfeJC. h h > ^<H^ in vi troT IL-8{C^fp L. iSfP U 

5 (4^ i>¥ 1-59878 o $ "iC. t h ^{^ilfe^CO U^^- H U 

-^^ti h -7 > 7. X - y i'llj'feHC 1^:11 (h J^j: S IL-8^feg LTtit 

iL-8tit(*:^^isa§a^gx^i L. zti^T^^it^ it tzmi^^m^^x 11-8 

(Ci^^S t h!a(*^gX^tLTfc J:^.^ (SiS4$^lHlli:^5a#^WO 92/ 
03918 . WO 93/12227 . WO 94/02602 . WO 94/25585 . WO 96/3373 
5 fc<fcC>'WO 96/34096 o 

Lx'^^ysm. s t^ti^w 7- 'J K - -7 cnt a ^tt3&<* -2) iii?L 

3. *a^x.Mta<* 

^ y u -i- LX . iJt^4^)le^^/^ ^ U K - "7 ^ 

p-->^^L. ^ - i^m^iA/uX . cn^^itciSAL 

-5 C i i S Borrebaeck. C. A. K. andLarrick. 

J. W. . THERAPEUTIC MONOCLONAL ANTIBODIES. Published in the U 
nited Kingdom by MACMILLAN PUBLISHERS LTD. 1990 #RPJ » 
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mi^fi^l^ti. tn:lL-85t(*^Si-r 'S'W y 'J K-vj&m^. SlIL-8 

Utt. ^Tr: >j@ia4:^^ (Chirgwin. J. M 

. et al.. Biochemistry (1979) 18. 5294-5299 ) . AGPCft (Chom 
czynski. P. and Sacchi. N. . Anal. Biochem. (1987) 162. 156-1 
59) ^ {1 J: »9 :i: RNA ^^ML. mRNA Purification Kit (Pharmaci 
a ) ^^^m LX±Mk *^«iinRNA«-»Sa-r -So tfz. QuicitPrep mR 
NA Purification Kit (Pharmacia ) ^ ffl 5 C i tc J: 0 mRNA^ ift 

■5 o cDNA®^^H, AMV Reverse Transcriptase First-strand cDN 
A Synthesis Kit (^^b#xm) m^m^^ra^^thX'^6o t 
tz. cDNAO^fiJt^- J: U^iilS^-iT 0 (i5* -Ampl i FINDER RACE Kit 
(Clontech) J; O' 'J > 7 — -If il l§ R (polymerase chain rea 
ction ; PCR ) ^ ffl /c 5' -RACE ^ (Frohman. M. A. et al.. Pro 
c. Natl. Acad. Sci. U. S. A. (1988) 85. 8998-9002 : Belyavsk 
y.A. et al.. Nucleic Acids Res. (1989) 17. 2919-2932) ^fiEffl 

g ^ tt ^ifi\i-mi^<Dy fi^^: a - K^^.DNA t<ni^ntni. 
cn^m2oia(*^^^i« (C ^3- K-rSDNA tMl^t. 

C n^^^^ ^7 ^ -^i&^i^t^o ttzii. tn.W(D\ mi^i^:' - 
5DNA ^i$.C ^li^ODNA ^ ^^IZ ^ ts ^ ^ - IZ^^ ^X- 
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A ^#-©%^'<:5' ^-(c^a^ii^T'. ^iifflna^j^gtegi^ 

(BIB^ItfPaigSiliMS^WO 94/1 1523 o 

4 . ac^^ti* 

<»: LTA3feft*IC5fc^ L/::itiE^ffi«lx.Mt?i(4=. ««ix.{i. (Ch 
imeric) taf*. h hM{b (Humanized ) tJt ^ fiE ffl T $ -5 o C *l i^, 

i^^ri- K^'SDNA ^ t htitl^C K-T^DNA iiiiJSL. 

(©C^H#fFl±iSi>M##EP 125023 . S # ^ til SI 'ii 
#^W0 96/02576 #Ra) o C ©|!E53I©:^?i ^ffl «-^T . *ieBfl{cWffl 

-SAMglti. § Escherichia coli DH5a (HEF-chWS4L-gA: ) :fo J: 
Escherichia coli JM109 (HEF-chWS4H-g r 1 ) iLT. XHfi^J^ 
K^^X^Xlift^riW5£ElT < {frtf^l TBI §3 ^) 

^ ¥fi5t6 ^7 ^ 12B {C. PERM BP-4739*> i O^FERM BP-4740i L 
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t KS^btn:<*{i, (reshaped) t h St(* i ^ $ n, t h 

&>^<om^W}^. ^^^ii^^"-? T^mt^omm^m^m^ (complement 
arity determining region: CDR ) h !ai*0*llitt^^^igt'\ 

^ (K^ti!^iipai^i:^r^#^BP 125023 . m^.WfftiiM^:^mm^m 9 

6/02576 #M) o 

(framework region : FR) ^jil^-r 5 J: o ICiftft L/iDNA iS?iJ^. 
Klc^SiJ LT^fi£ L. PCR ^ (I J; 19 - * St^ L A: DNA fc ^ 

SC<!:JCJ:0?i^>n5 (©^^li-^i^ ttigii:^|ig#^EP 239400 . 
?i=HJiii^M#^WO 96/02576 #M) „ 

CDR LTii^t^nS t Ma(*©FR{i. CDR *<S» titJ® 

M^JBfijtf s feo*<giR$n5o h h M -fk !a: o *a 

OFR®T $ y K^®^LTt>cfcl^ (Sato. K. at ai.. Cancer Res. 
(1993) 53. 851-856 ) „ 

C r 1 . C r 2 . C r 3 . C r 4 

■^S C <!:*<T^ -So ^y::. ta(* t (i ^ (D^^(D^^tt^55c#-r ^ 
h hiaft^C ^I«^^t(|iLTt3<i:C*o ^ (i\ la O ■t^ 

^ijcpscp ^igGi© t >>'fngccDT i y^ee^ijcppcp ic^si-r-s^ic 

«k«5. IgG4©«it&^:F$^tt^i^y^T'$ 5 (Angal. S. et al.. Mo 
1. Immunol. (1993) 30. 105-108) » 

1 3 
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hM^kWS-4ta:(**<^ff (gKI#^tbgSi>58#-^W0 96/02576 

iilIol^T^±t htt(*REI OFRi. H l^tCol^Tlit hin:i*VDH26 
©FRl-3 iiJitfh b^i^AU OFR4 ,i:iii|i|L. tUmm^m^^^t 

■rS:^!!®*^. # >^ Escherichia coli DH5a ( HEF-RVLa-g /c ) fed: 
J/Escherichia coli JM109 ( HEF-RVHg-g r 1 ) t LX . XHSEtSiK 

^^ji^xmmmm^wr (^i«iio< (i-mmi t@i #3 ^) 

^JjjtS ^7 ^ 12B {C. PERM BP-4738fc J: c;FBRM BP-4741<!: LT 
5. !n:<*^fifti1«!I 

»rfr i LT^i^ Fab . F(ab' )2 . Fv* (iH «g t L l&O Fv^ii ^ 'j: 
U > -Tiii^S ^ -1+/^: •> > :r X ^ >Fv (scFv) A<^tf ►^jtlSo 

P6m$-ti-'5 (^J^(i\ Co, M. S. et ai.. J. laimunol. (1994) 152 
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, 2968-2976 : Better. M. and Horwitz. A. H. . Methods Enzynol 
. (1989) 178. 476-496 ; Pluckthun. A. and Skerra. A.. Method 
s Enzymoi. (1989) 178. 497-515 ; Lamoyi. E. . Methods Enzymol 
. (1986) 121. 652-663 : Rousseaux. J. et al.. Methods Enzymo 
1. (1986) 121. 6.63-669 : Bird. R. E. and Walker. B. W. . Tren 
ds Blotechnoi. (1991) 9, 132-137#Ra) „ 

^tiSo c oscFvjcfci^T. H my fi^tL my li^t* u yij-. 

ff*L<{i. ^zr^ h' 'J >:fi -^^Lxmt^^tlh (Huston. J. S 
. et al., Proc. Natl. Acad: Sci. U.S.A. (1988) 85. 5879-5883 
) o scFvlcfctt 5H my J:C>'L «ftV ±t^iK^ t LX 

sell $ n/: i>©o l^■rn0^ 5fe-e*> o T J: v mi^t^Mm-t ^ 

'^y^ K U - i: LTW. «aj ;t T W Bf 12- 19 J^a -5 fiE 

scFv^u- h't^Wk (i. BUi5in:(*OH mtfzit^ H ^t$i^ 
3- SDNA . 4o J;t>'L mttzli. L Vti>mk 

^.DNA -eopsig^^a^-r i -7 -i^^ffl ^,^rpcR ^iz 

A J: o'-^oi^iig^^^!. H ii, L mt'i^m-^tx.h^nxz.^'M.^ ^zr 
ttz. -ascFv^a- KtSDNA fF SH $ n tl {i\ -etlb^r^W 

lJ£oT. scFv^iiS C i*<T' ^ So 

^^izj:.tom±^iti:iti)<x^i,o m'i^i¥m^(o mm X 
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tn.W(D^m^t LT. 'J U> / >J 3 -yu (PEG ) I?® SI 
5?-^ iife^ L fetal L-8$t<*^figffl-r 2> C i tiT^ -5>o 

J: -5 to: «^ ^ Ifc ^ -5 . if n /c ta (4= ft ^ 6^ ^j: ^ fift ^ ife ^ 

z 1 X ^ X m ^ ^ t i)<X' ^ i> o cnbo:^ft(i^o5^if(cfci,>T 

h > a ;UXHif^7'o -/x >>'N >-tf- (human cyto 

megalovirus immediate early promoter/enhancer ) ^^{fSCi 

a (HBFla) U t' (Dm%mmfl^A ^(D -f a ^ - ^ - / :r. y y ^ - 

««j^td:\ SV 40 ^ -/X >-tf-^figffl-r Sii^. Mu 

lilgan. R. C. ib(Oyji^ (Nature (1979) 277. 108-114) . t tz . 
HBFla 7' n -/X >/N >-9-- Sii^x Mizushima. S 

^(Oi5Wi (Nucleic Acids Res. (1990) 18, 5322) ;l (i' § ^ fc 
^ Z ti)<X^ i>o 

1 6 



wo 97/40215 



PCT/JP97/01405 



^it ^ C ti)<T'^ m^iiZf a ^ - ^ - t LT li. UzzlTu^- 
araB^ a - ^^{f 5 C i 3&<-e # So liczzf a ^- ^ - 

^fi£ffl■rSJi^^ Ward. E. S. <i©:^S (Nature (1989) 341. 544 
-546: FASEB J. (1992) 6. 2422-2427 ) (C. t tzirzi. r u ^ - 
^ -i:&e.m-^ i>^-^. Better. M. ^>©:^}i (Science (1988) 240. 
1041-1043 ) JCtife^tf J:l>o 

ifa^a^ m <D fz 16 <D ^ i- jumj^i t L r {i . :kmmo^ ^)^r> xu 

{C^^$H±5li^^ pelB> ^f-yUSeyiJ (Lei. S. P. et al.. J. Ba 
cteriol. (1987) 169. 4379-4383) ^ fi^ffl -rtlti' <t ^,^ „ 'J ^ 5 X 

(refold) {£fflt-S (0iJ;i{S\ S l?5 # fF tU 8® i> Bfl # WO 96/30394 

tlSlilgj!^ <!: LTd. SV 40 . 'J ^ - vt? ^ ;1. x . 7 t J ^ ^ )\^ 
X. -i? •> /-r tr a - ^ X (BPV ) S^CD ® ^ffl ^,^ ^, C i 

■Ir' (APH ) itfe^. f- i + :^ - -Ir- (TK) itfc^, + > 

^>^^T^>;^Xd-x'j5i^'>yUh5>x:7i-7 — -fcf" (Ecogpt) itfS?^ 
. t KnUSfilTC^^ (dhfr) ^ ^i; C <!: ^ -5 o 

S^<i:*<-C^, {it<4^SJiicD/;i6(D^^J^(i, in vitrofc«tO'in viv 

in vitroO^^I^ <!: LTti. SMi»BBS^{$ ffl -5 ^^IS ^H^^ 

1 7 



wo 97/40215 



PCT/JP97/01405 



CHO , cos . iin-v. BHK (baby hamster kidney ) . HeLa. 
Vero^ (2) m±f^m9&. mA.{i. 7 7 «J ^ 7 ^ 7!7 i^HP^iHBSa, 
* S IMi ( 3 ) MA«B8Sx sf9 . sf2K Tn5 t)<m^nXK^ 

i>o ti^lfflflai LT(i. m^li. -z^y-^n- (Nicotiana ) m. 
2¥L<{ix ji.^T-'fT^ ^ f<f) L. (Nicot iana tabacum ) i 3fe© 

X\t. ( 1 ) i^- -v :^ D ^ -b X ( Saccharomyces ) IS 

> SfL<U> 1f-y/7Ui-tx-tU't'i^-i- ( Saccharomyces cerev i s i 
ae) > thh\^\t (2) ^^m. 7 7. ^ )\^ ^ )\^ 7. (Aspergil 

lus ) JS. S*L<(i. 7 7^)^^ )],7. z.fS- (Aspergillus nige 
r ) *<ft] htlX\^ 5 o 

ffilSatLTti, (Escherichia coli) . *<55I b tiT t> 

So 

s ?g®$igl$nA:ittai!a^in vitroT'^S-Ti C ttc J: i9!iti*J5<»'?> 
»*fl[chLT. DMEM. MEM. RPM1 1640. IMDM^ ^ figffl €> C <!: A<T' § 

. >^^'R.m.m (PCS ) s c i fcr-^ -So ^/c 

. in vivo {CTln;^*:^^ 4 LT <i: l^o 

S4'Sin vivo O^^?^ d: LTH. K ig5 ^ fig ffl 1" -5 M^?^ ^ ffi^ 
^figffl-r «.S^?^;5<^tf -^nSo Kl^I^figffl t-'2>li^> iffin^SJ'l?!) 

S d i ^ -5 (Glaser. V., SPECTRUM Biotechnology Appl icat i 
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ons. 1993 ) o ttz. ^^iLTii. 7^7 >r n ^ ffl 5 c i: T § -5 

o 

m^^^Ji^'t^^ h ^ >7.->x^y LTtJ:<.»o (Eber 

t. K. M. et al.. Bio/Technology (1994) 12. 699-702 ) o 

trJi?) (Maeda. S. et al.. Nature (1985) 315. 592-594) o $ 

^ J- — >^ 7 r •> -I- > X ( Agrobacter i um tumefaciens ) (Oi:-^ti/< 
^ 7- ^) T \Z^Kt o C 0/< ^ T- 7 ^ :^ ^< 3 . ^J;t(f — zi X -f T 
:^ 9 *<ij U (Nicotiana tabacum ) (Cjg{^$-ti-. *:5'^<:3©m: 
«9 ^M®^n:^*:^•^i (Ma. J. K. et al.. Eur. J. Immunol. (1994 
) 24. 131-138 ) o 

±i^©J;9JCin vitrot^ctiin vivo O^^^feJCTtiti^^^^-r 

1 9 



wo 97/40215 



PCT/JP97/01405 



^i.^mn^^^itx h (mm^ffthm'2:^^^m 94/11523 

ills© i 9 {;:^^. n/ctJt<*fi. IfflSart^K 

o yD-r'f>A /77A^ffll,>/c^-5AiLTx Hyper D . 

POROS . Sepharose F. F. (Pharmacia ) If tf ^> tl -5 o -tOflbx 

o^h:r57>f-JsZ^©^Pvf^i^77^-;!7-5A. 7>f;U^'-, 

X ffil Si S d i 1? ^ -5 (Antibodies : A Laboratory Manual. Bd 
Harlow and David Lane, Cold Spring Harbor Laboratory, 1988 

) „ T y >( — ^ - a -7 h "7 y ^ - (D ^ a ^ h ^' 3 y ^ - 

r-7 7'f-x y-'UjlSiail*^^*/ i^jn-S (Strategies for Protein P 
urification and Characterization: A Laboratory Course Manual 
. Ed Daniel R. Marshak et al.. Cold Spring Harbor Laboratory 
Press. 1996) o 
8. irL{^(Dmil^m^ 

(enzyme-linked immunosorbent assay ; ELISA ) H (C 
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1 mg/ml ^1.4 ODt LT^dit-'So tfz. ELISA {Ci-S^^Wl^T 
© J; 9 icaij^-r -5 c t*<T'^ -So 0. iMSJ^KiSir«E (pH 

9.6 ) Tl u g/mUZ ifi m L tz ^ ^tn.i^ h IgC lai^lOO ul ^QGKzf 
U-h (Nunc) IZtlDA.. 4 tT'-i^t-f a ■> 3 > L. lJt(^^: 

8S© b h IgGlOO/z 1 ^^j!in L. ^S(iT ll^P^-T^ + ^'^-vg 
>-r 2>o ^Jfe^fits SOOOfS^&IR LtzT Jlij U y Tt r ^ --ifUMtfi 
t h IgG !ai*:100 ul ^ijQ^s ^M.iZX 1 ^Fal-I' >^ i^^- \^ t ?> 
o iHt^'^. ^Jtax. > + aL'^-i/3>©^. MICROPLATE R 

EADER Model 3550 (Bio-Rad ) ^ffll,>T405nin © IR ^ S'J^ L 

^f^mx-mm^ n?>tn.i^(Din.m^^f§^ (Antibodies: A Labora 
tory Manual. Ed Harlow and David Lane. Cold Spring Harbor La 
boratory. 1988) . U ^7 > K U -tr :/ :5' - ijg ^ Pfi § ft (Harada. A. 
et al.. Int. Immunol. (1993) 5. 681-690) © ffiij ^ (i ^ £D ^ 

LT. ELISA . EIA (»J^feS^J^S) . RIA ( SJcl^ S fiij ^ i4 ) 
*4Utl«^trL(*z£^ffl'-^4 C i*<-C^ -So MA.{i. ELISA ^ffll,^ 
-Sli^^ IL-SlcJt-r ^ ;fx ') ^' n - :^ ^l' ^- @ L /^gejtT' U - 
h {clL-8^^]!jn L . <k^'XE^<D^]l-mW=^^L^^U. 
tiT:lL-8ia(*:^*fe|ffl|}ao^S±?f ^<fS$8!/t{*:^*DX. So T^uy? U 7 ^ 
X7 r --lf^©»JilT^^ L/cBfi^0 5iIL-8!n:l*^^.ii-r-S 
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tt^aij^f i LTtt, ii«oceii elisa. u/7> 

Cell ELISA^cD^^. IL-8 U -t - ^^i^-T -5 JflliSffll 
;fwU AT h K^i i'-CS^^b-r -So i-SC^ti, IL-SU 

lL-8!a;(*gl^^8ao^«±rS^«»!tn:i*<i:, «t *t III <i 5ti Jfe . ^A. 
{i\ '*M^TttlSIIL/;IL-8^-^tt] L. ^ U - h ^ > + ^ - g 

L fcIL-Sft^SiJ^T ^ s lalL-8tn:(*0 U ij' > K U -t y ^ -i^^PlS 

m^ii. ijfflBa±0 IL-8Hr y rJ' - JcM-r -5 lL-8<Dig^PfiW7 -y -fe 

tWil^^^cD lL-8i^^lL-8©«g^^fg^i . «SI^Sli Ltztfill-m 

;^ : chemotaxis) IC i>t "T -5 PI**6 ^: S'J^ "T S i L T . 

^^D t>nTl^ . Crob. P.M. ih<Dy5& CJ. Biol. C 

hem. (1990) 265. 8311-8316) ^ ffl (.^ -5 d i T § -5 o 
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Ai*fi^ic(i. rfJBS^ nrt^ s y ^- ^ ^ •> X ^ I- >/<- ^rffl t/t 

lL-8!n:i*^^Sffi. m^li. RPMl 1640 . DMEM. MEM . IMDM^T^fe 

10. ft4:^z£fccfcc>'S!!?pj 

So W^a-^aii. -Ieliroi<*fi:ikg ^^c t) 0. OlIng*^ 

1000ingCDi5ST':l{drtlSo *>S(<Wi. # * 0 5-2000rog/body © 
t9:-^S^S^>'C t;&<l?^ So L L fs: i}< . *ieH«©tn: IL-8ia»^ 

^w-r s?&issij{i c n'^)Oft4fii::sjis$ ns fcoT'ti^'t^o 
us jit sij $ n s jc a # L T t> «k l^ o 

*^D«(^)!aIL-8!n:^*^W?»fifc^<i: L T ^ W ^ S y&gf (i . I^Slc 
L o T SI ^[iHk -r S C i T- ^ (Remington's Pharmaceutical S 
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cience, latest edition. Mark Publishing Company, Baston, ^ 

f D 'J K > . :^ ;u 7^' + •> t' ^ ;u U ^ - ^ :^ + •> y ^ yU -tr d 

. 7 7 t' T :^ A . 7^ -tf > ^ IS ^ . ij X ^ U y r <J - . > ^ 
'J -tr 'J > . -tr > . 7" n f 1/ > r 'J - . 9 -fe U > . ^ < -5 7 

(HSA ) . V >~ h -;u. 7 ;u t' h - yu. y h-x. mmmuam 

nn. iR«fKF±^J, Tween 80. Tween 20. -tf^^^, h h 
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- -t' ( CK) ^ ^ ^ X - h -f t K n y - -t' ( LDH ) ii gl L . dtt * 
fzii^cDm^'^m^^^ tLxt^t ^/^mMit. ±iS^B©^SI 

i^i LT^ >^,nT^,^ s -t^4^sl^l lit i5i^feiS3fe*x;nifci^ Tito 

7. Wmfi^'SrUmLtio 'f^UJ^^b^r'J :3->'l/^ffiffl^S^ 
StCj:<9C©WifflSS^V'^ X#SiS!fflji&P3X63Ag8. 653 <!: ^ if:. 

t h iL-8ic*f f -7^ y ^ u - i- ji^VLi^^m±t i> ^^-( y ') K 

-•^^f^S! L/Co t h lL-8ICjtr^5ife^ygtt^tg^t LT;^ 'J - 

mmt'^PmrS^^^ LX\.^tZo (Ko. Y. et al.. J. Immunol. Met 
hods (1992) 149. 227-235 ) „ 
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^Afc. ^N-fyj K--7iHBBS«cWS-4{i. Mouse hybridoma WS-4<i:L 

1 #3 ^^ ^fifcS ^4 ^ITBJC, PERM BP-5507 1 L T ^ ^ X 

2 . b h lL-8{C»r-r '2. b h Mibl?t{»g)f^S!{ 
t Mifl:WS-4!a{*^SIS5'^i^lflgIibM§^WO 96-02576 {C!e«£<D 

##^] 1 Tf^S? $ n/c^^ U K- vWS-4;i^ ^^{C J: 0±RN 
A ^gaSJLx C n J: 19 -*iScDNA^^fi£ L o PGR & ic i; 0 s vt; 
XWS-4!a(*:cDH «fi O'JCL ^OV ^iS^- 3 - K^T -5 DNA ^li^g L 
/:o PGR }i icfigffl L ^-(±. Jones. S. T. and Bendig. M 
. M.. Bio/Technology (1991) 9. 88-89JC SS H $ tlT -5 7* -5 'T v 
-^ffll<^/Co PGR i4T'ii«g L /::DNA »rK-^f9$8L. vt? 7.WS-4ta^!*J 
L m K^Siifei^^^t;DNA Wf>T-fc J;0'-7t7 xWS-4trL 

^ODNA »f)t^-§>!?7'57.i KpUC 5^^a-^>^'^^^ - (CiiiJS 

C i 0 ^« L. n ® ^ ±tEDNA 

4-y 5WS-4lnL<*^^^ta'^:? ^ -^V^^t i>fzt>. ^«:7 xWS-4 

i^<^:=i - K-r 'BONA ^ii*SLr*sHEF ^ !7 ^ - {I -e ti-ensu JCjf 
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h bmitn-mw^nmt itzi6\z^ cdr ^^i^cj; sise^i 

/Co StU/A!n:I^iK^SB(4^Bfi£$itS/cJ{). CDR ^^ffiL/:tn[($© 

C © J: 9 Id LTftSI L /c h h S{bWS-4!n:«^® L ^iJiC/H moy 
f 5DNA ^HEF <^ 9 iZWAL. k h M<bWS-4!n:«:® L 

fOtfe^. ^^ELISA 4oJ:a'lL-8/ Jif 4" PI ^ S C Tl^ /c o 

^rO^fSm. t h M^bWS-4ta(4^{±. vi; x WS-4tiT:(*: i [si «C . t h 

& ^ Escherichia coli DH5a ( HEF-RVLa-g /c ) cfc 
^'Escherichia coli JM109 (HEF-RVHg-g r 1 ) iLT. XHC^^ItK 

±^jL^xm^mm^wx c^ismo < {drmmi tbi §3 

¥fi)c6 ^7 ^12BC. #>!?FBRM BP-4738fc J: PERM hP-A74lt LT 

^mm 1 . 

> KSfeS-^-y-^^ (1 i¥n=3 . «t) 
{^-(i-^^y ft4fi25-30mg/kg<*il) ^ i^^^- # flfii J: «9 !ft L T 

£:*:ffilSU^1?JB3^x :*^Sit!lM^«l^> :^ x - x -'U g L r lillE * 
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X (Klfe95X ^ -^it&tMS%) l/min ^tJnt/Co 'll^SSffHJ 

tt©SiJ^©y;:J6, 0 ^^-^ U > ( •> i X) JEjftifc J: 0. Sm 

y^sL-y (tt' + si2e6 ) Rc;5fcii^Jnx./cfi8lil^L/>> 

^^24^W:i}- ihl ^Fal^^ttT. «Jt5mg/iiil (jgfjgg : Na-Na 'J >K 

i4^m, imi/kgw^m) . i\,M,im\±nmt Lxmm dmi/kg^^s) 

git i L /Co 5 mr^nrnm L /c^. O. Sml U ^jgatRU^lOmliafO 

fzmm^(DCKm^'BLtfim Stt^^ S'J^+>y h (f-<v^'yUCK [NAC- 
810] : -^^ h D LDH [NAC-228] : SIGMA DIAGNOSTICS ) ^fflUT 

ik^cm^cDmm^m^t'^^ I fi i:?v^izm I iz. ttz. idw 
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WS-4la(*!9:-^ilO-5-n{±. SS^ttt J: ^.^^^±#1^^© 

. WS-4ta<*S4gfC7) ^rtlU^ HSi^-T S * J; 0 ."iia (C ±# L 

l^ta^P J: 0 ai*- o /Co C o c i ?!>M^> . WS-4tii:<*©ft4ic J: 0 41*®? 

«BIISI$tFO^&^T-*-2>]lll4'LDH«tt6[)iijD*<jqi$ij$n^»*<^$n 
/I ( Ei 2 ) o 

XaEl?l| 2 . 

ri5\.^fz&M{zm^'tz^'^nc^m^L±wjmj^ 10 mni^iz ux/< > 

^ < > ;^ y ;l/ - -e $ n iE ^ S git SiJ i X ^ < > X y ;U - T ^ fe $ n 

'J A o V K ( ■> ^' -7 , TTc ) mi^^xio^r^^ > ^ h 
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It * © la ffl 

1 . 3 * 5 IWi 4 lcfEi6©?&«?fiJo 
9 . laIL-8$t{*J&<Di?L3®© IL-8{Cj+^^fit(*t;*-5 C .t ^ <lt §S[ <»: 

10. in; IL-8$rti*35< t h IL-8{Ci^-r ^titft^T* -5 ^ i ^#^<!: 
it*^ 1 . 3 * ^ 4 r^^^PJo 

11. fiiIL-8!a(**<WS-4'ta<*T * S C i^i^ili i-r -Slt*^ 1 . 3 

*> 5 4 iztim(Df^mmo 

12. taIL-8t5t{*35< h hMft*/c(i+y5{t$nfctJt<*T*^C(t 
^'^mi 1 , 3 * IMi 4 {CieifeCD/^^lpJo 

13. iriIL-8tit<4^;5< t h M^LWS-4tn:^*:T * -5 ^ <h ^i^mi -r -SgJic 
51. 3 LWi 4 {Ciet)c©y&i[SiJo 
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